U.S. S.N. 08/398,555 
Filed: March 3, 1995 

AMENDMENT AND RESPONSE TO OFFICE ACTION 

In the claims 

1 4. (Three times amended) A The method of claim 33 for growing e ukaryotio oolla 
oomprising 

bringing into oontaot th e o e ll s and a composition oomprioing 
Q biooompatiblo oolid oubotrato, 
biooompQtit> ie polymerio tothoro, and 
gro\^th ofFootor molooulos, 

wh e r e in on e e nd of e ach teth e r i s covQlently4inl<: e d to tho subotrato and 
OQoh growth offootor molooulo io oovalontly linlcod to a distal ond of a toth o r s o that th e gro\\th 
e ff e ctor mol e cul e cannot b e int e rnaliz e d by c e ll s attach e d to th e s ubstrat e , and th e growth 
e ffector mQteoul e a - aF e- attQc 4 ) e d - te4h e s ubstrat e 4n - tH30tic e ntrQtior> e ff e ctiv e to enhonoo tho rate of 
tar ge t c e ll growth without int e rnalization of th e mol e cul es ; - Qfld 

wherein the on e e nd of e ach t e th e r coval e ntly link e d to th e sub s trat e- i s 
Qohiovod using on attachment agent is_selected from the group consisting of 
cyanogen bromide, succinimide, aldehyde, tosyl chloride, avidin-biotin, epoxide, 
afl4 maleimide, and carbodiimider-afid 
maintaining th e -oontftcting cells and oompoGition undor conditions and for q timo 
suffici e nt to caus e th e c e lls to grow, 

wh o r e m th e- st e pH>f - bringing into oontaot oompriQOQ administering tho compomtion to a 
pati e nt in n ee d of c e ll growtli . 
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32. (Three times amended) A The method of claim 34 t es ting a oompound for an 
e ff e ct on ti ss u e Gompriaing 

bringing into contaot - tb e- oom p eufid - to b e teatod and q compofliTion oomprising 

a biocomp a tib le soh d substrate ^ 

biooompatibl e polym e ric t e thers, 

growth offootor moloouloG, and 

growing oollo, 

wh e r e in on e e nd of e ach t e th e r i s coval e ntly link e d to th e sub s trat e and e ach 
growth e ff e ctor mol e cul e i s coval e ntly link e d to a di s tal e nd of a t e th e r so that th e growth e ff e ctor 
molooulo oonnot be internalized by o e lls nttnoh e d - to - t be- sub s trat e , th e growth e ff e oter moloouleo 
are attach e d to tli e substrat e in a conc e ntration e ff e ctiv e to e nhanc e th e rat e of targ e t c e ll grosnh 
without internalization of - th e mol e cul e s, and th e e nd of e ach t e th e r coval e ntly linlc e d to th e 
substrat e i s achi e v e d u s ing on wherein the attachment agent is_selected from the group consisting 
of cyanogen bromide, succinimide, aldehyde, tosyl chloride, avidin-biotin, epoxide, 
maleimide, and carbodiimide ; and wherein th e- growing c e ll s ar e bound to th e growth e ff e ctor 
mol e cul e s, 

incubating tho compound and tli e oomposkion und e r condition s promoting c e ll growth, 

ob se rv ing th e c e ll s for any offoot not obGQn > 'od in c e lls not brought into contact with th e 
compo s ition 
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Please add new claims 33 and 34 as follows: 

33. (new) A method for growing eukaryotic cells comprising 
bringing into contact the cells with a composition comprising 

a biocompatible solid substrate, 
biocompatible polymeric tethers, and 
growth effector molecules, 

wherein one end of each tether is covalently linked to the substrate and 
one end is covalently linked to an growth effector molecule that the growth effector molecule 
cannot be internalized by cells attached to the substrate; 

wherein the growth effector molecules are attached to the substrate in a 
concentration effective to enhance the rate of target cell growth without internalization of the 
molecules; and 

wherein the tether is covalently linked to the substrate and to the growth 
effector molecule by the same attachment agents, 
maintaining the cells in contact with the composition under conditions and for a time 
sufficient to cause the cells to grow. 

34. (new) A method of testing a compound for an effect on tissue comprising 
bringing into contact the compound to be tested and a composition comprising 

a biocompatible solid substrate, 
biocompatible poljTOeric tethers, 
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growth efFector molecules, and 
growing cells, 

wherein one end of each tether is covalently linked to the substrate and 
one end is covalently linked to an growth efFector molecule that the growth effector molecule 
cannot be internalized by cells attached to the substrate; 

wherein the growth effector molecules are attached to the substrate in a 
concentration effective to enhance the rate of target cell growth without internalization of the 
molecules; 

wherein the tether is covalently linked to the substrate and to the growth 
effector molecule by the same attachment agents; and 

wherein the growing cells are bound to the growth efFector molecules; 
incubating the compound and the composition under conditions promoting cell growth; 

and 

observing the cells for any effect not observed in cells not brought into contact with the 
composition, 
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